Variability factors in the clinical response to recombinant antibodies and IgG Fc-containing fusion proteins.
Recombinant monoclonal antibodies and IgG Fc-containing fusion proteins represent major therapeutic advances in many diseases. However, despite their similarity with endogenous IgG, some patients respond to the treatment whilst others do not; thus raising the question of the origin of this variability. Some variability factors are now identified, of genetic origin or not, which influence either pharmacokinetics or pharmacodynamics of these drugs. Known variability factors are reviewed and classified according to their relationship with the paratope (antigen binding site) of the antibodies, with other parts of the IgGs (mostly Fc) or with IgG epitopes (antigenic motifs).